KEYWORDS Plasmodium falciparum, RH5, adaptive evolution, basigin R ecently, Plenderleith et al. generated sequences of Laverania RH5 genes and analyzed their evolutionary history (1). Much of their efforts focus on criticism of a study in which we analyzed the evolution of RH5 (with much fewer sequences) and of primate basigin (BSG), the ligand for RH5 (2). Plenderleith et al. mistakenly quote sentences from our work and erroneously criticize our analyses (e.g., branch lengths were not "distorted," they were simply not reported).
Analysis of Laverania RH5 amino acid residues at the BSG interaction surface indicates that, with the exclusion of position 197, no change occurred during P. falciparum speciation (Fig. 1) . Thus, a quest for "the" PfRH5 variant responsible for the origin of P. falciparum as a human pathogen may prove unfruitful. However, we add that sites located distant from the interaction surfaces can affect binding properties (7) and that multiple changes often result in nonadditive effects of binding affinities (8) . (2) are underlined. Sites involved in the interaction with BSG are shown in boldface type. The BEB posterior probability cutoff was 0.90, the BUSTED evidence ratio was Ͼ4, and the MEME P value cutoff was 0.1.
